Claims 



• 



A compound\or solvate or salt thereof, of formula (I): 




15 



(D 

in which: 

Ar is an optionally substituted plfenyl, naphthyl or C5.7 cycloalkdienyl group, 
or an optionally substituted single or fused ring heterocyclic group, having 
aromatic character, containing rcom 5 to 12 ring atoms and comprising up to 
10 four hetero-atoms in the or each king selected from S, O, N; 

R is linear or branched Ci.g alkyl, cV.7 cycloalkyl, C4.7 cycloalkylalkyl, 
optionally substituAd phenyl or phenyl C\.^ alkyl, an optionally substituted 

^aromatic ring comprising up to four heteroatoms 
^N, hydroxy Cj_X alkyl, amino C\.^ alkyl, Ci_6 
I5 alkylaminoalwl, acylaminoalkyl, C^6 
Jcarbonyl, carbox\, C\_6 alkoxyxcarbonyl, Ci_6 
/I, aminocarbonyV alkylaminocarbonyl, di 
Ci_6 alkylamiflfccarbonyl, halogeno C\.^ alkyl; or is a group -(CH2) p - 
when cyclized onto Ar, where p is 2 or 3. 
20 Ri and R2, which may be the same or different, Ire independently hydrogen or 
Ci_6 linear or branched alkyl, or together fonA a -(CH2)n- group in which 
n represents 3, 4, or 5; or R^ together with R forms a group -(CH2)q-, in 
which q is 2, 3, 4 or 5. 
R3 and R4, which may be the same or different are independently hydrogen, 
25 Ci_6 linear or branched alkyl, Cj_6 alkenyl, aryl, alkoxy, hydroxy, 

halogen, nitro, cyano, carboxy, carboxamido, sulphonamido, 
alkoxycarbonyl, trifluoromethyl, acyloxy, phthalimid<\ amino, mono- and 
di-Ci_6 alkylamino, 

-0(CH2) r -NT2, in which r is 2, 3, or 4 and T is hydrog\n or Ci_6 alkyl or 
30 it forms with the adjacent nitrogen a group 



five-membered hi 
selected from O 
alkylaminoalky 
alkoxyalkyl, C 
alkoxycarbonyji 




• 



V 



(CH 2 ^ 



or 




in which V and 
-0(CH 2 ) s -OW 2 



are independently hydrogen or oxygen and u is 0, 1 or 2 
in Which s is 2, 3, or 4 and W is hydrogen or C\_§ alkyl; 
hydroxyalkyl, amin&ilkyl, mono-or di-alkylaminoalkyl, acylamino, 
alkylsulphonylaminoAaminoacylamino, mono- or di-alkylaminoacylamino; 
with up to four R3 sutfbtituents being present in the quinoline nucleus; 
or R4 is a group -(CH 2 V when cyclized onto R5 as aryl, in which t is 1, 2, 
or 3; \ 

R 5 is branched or fcn&ar C^gVlkyl, C3J7 cycloalkyl, 04.7 cycloalkylalkyl, 
optionally substituted aryl, qr an optionally substituted single or fused ring 
heterocyclic group^Sfiaving arVnatic character, containing from 5 to 12 ring 
atoms and comprising up to fouf hetero-atoms in the or each ring selected 
from S, O, N; I 

X is O, S, or N-C=N? 



2. A compound according to claim lMn which: 

Ar is phenyl, optionally substituted by C\\ alkyl or halogen; thienyl or aC5_7 
cycloalkdienyl group; 

3. A compound according to claim^/in which: 

R is Ci_6 alkyl, C\.^ alkoxycarbonyl, Ci_6 alkylcarbonyl or hydroxy C\.^ 
alkyl. \ 

4. A compound according to claim^ in which: 
R\ and R 2 are each hydrogen or Cj_6 alkyl. 




5. A compound according to clairiP / l F in which: 
R3 is hydrogen, hydroxy, halogen, alkoxy or C i_g alkyl. 

6. A compound according to claim# in which: 

R4 is hydrogen, Ci_6 alkyl, C\_6 alkoxy, hydroxy, amino, halogen, 
aminoalkoxy, mono- or di-alkylaminoalkoxy, mono- or di-alkylaminoalkyl, 
phthaloylalkoxy, mono- or di-alkylaminoacylamino or acylaminoj , 




> 




7. A compound according to claim/f'in which: 
R5 is phenyl, thienyl, furyl, pyrryl or thiazolyl. 



8. A compound of formula (I) according to claim^, or a salt or solvate 
thereof, in which: ^ 

Ar is phenyl, 2-chlorophenyl, 2-thienyl or cyclohexadienyl; 

R is methyl, ethyl, n-propyl, -COOMe, or -COMe; 

R\ and R2 are each hydrogen or methyl; 

R3 is hydrogen, methoxy, or hydroxy; 

R4 is hydrogen, methyl, ethyl, methoxy, hydroxy, amino, chlorine, 
bromine, dimethylaminoethoxy, 2-(l-phthaloyl)ethoxy, 
aminoethoxy, 2-(l-pyrrolidinyl)ethoxy, dimethylaminopropoxy, 
dimethylaminoacetylamino, acetylamino, or dimethylaminomethyl; 
R5 is phenyl, 2-thienyl, 2-furyl, 2-pyrryl, 2-thiazolyl or 3-thienyl; 
and X is oxygen. 



9. A compoufid according to claim 1, or a salt or 
solvate thereof, of formula (la) 



in which 
R, R2, R3 and 



10. 




alb as defined for formula (I), in claim 1 and Y and Z, which 



may be the same \r different, are each Ar\ defined for formula (I) in claim 1 . 



A compound according to claim 9, of foknula (lb): 



3 





(lb) 



in which R, R2, R3 and R4, Xand^Z are as defined in claim 9. 



5 I J^ff A compound according to claim ^selected from the group consisting of: 

A 

(^,S)-N-(a-methylbenzyl)-2-phenylquinoline-4-carboxamide; 
(+)-(S)-N-(a-methylbenzyl)-2-phenylquinoline-4-carboxamide; 
(-)-(R)-N-(a-methylbenzyl)-2-phenylquinoline-4-carboxamide; 
10 (R,S)-N-[a-(methoxycarbonyl)benzyl]-2-phenylquinoline-4 
carboxamide; 

( + )-(S)-N-[a-(methoxycarbony l)benzy l]-2-pheny lquinoline-4- 
carboxamide; 

(-)-(R)-N-[a-(methoxycarbonyl)benzyl]-2-phenylquinoline-4- 
15 carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-7-methoxy-2-phenylquinoline-4- 

carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-7-hydroxy-2-phenylquinoline-4- 
carboxamide; 

20 (R,S)-N-[a-(carboxy)benzyl]-7-methoxy-2-phenylquinoline-4- 
carboxamide hydrochloride; 
(R,S)-N-[a-(methylaminocarbonyl)benzyl]-2-phenylquinoline-4- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(2-thienyl)quinoline-4- 
25 carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(2-furyl)quinoline-4- 
carboxamide; 

(R 5 S)-N-[a-(methoxycarbonyl)benzyl]-2-(4-pyridyl)quinoline-4- 
carboxamide; 

30 (R,S)-N-[a-(methoxycarbonyl)-2-thienylmethyl]-2-phenylquinoline-4- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonylmethyl)benzyl]-2-phenylquinoline-4- 



4 



carboxamide; 

(-)-(R)-N-[a-(methoxycarbony 1)- 1 ,4-cy clohexadienylmethy 1] -2- 

pheny lquinoline-4-carboxamide ; 
(R, S)-N- [a-( 1 -hydroxy ethy l)benzy 1] -2-pheny lquinoline-4-carboxamide 

single diast; 

(R,S)-N-(a-ethylbenzyl)-3-methoxy-2-phenylquinoline-4K:arboxamide; 
(R,S)-N-(a-ethylbenzyl)-3-n-butyW 

(R,S)-N-[a-(methoxycarbonyl)benzyl]benzo-l ,3-cycloheptadieno[l ,2- 

b]quinoline-8-carboxamide ;■ 
(R,S)-N-(a-ethylbeiizyl)-3-hexyl-2-phenylquinoline^-carboxamide; 
(-)-(S)-N-(a^thylbenzyl)-3-methyl-2-phenylquinoline^^arboxamide; 
( + )-(R)-N-(ot-ethy lbenzy l)-3-methyl-2-pheny lquinoline-4-carboxamide ; 
(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(2-methoxyphenyl)quinoline-4- 

carboxamide; 

(R,S)-N-(a^thylbenzyl)-3-phenyl-2-phenylquinoline-4-carboxamide; 
(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(2-fluorophenyl)quinoline-4- 
carboxamide; 

(R,S)-N-[a-(ethyl)-3,4Kiichlorobeiizyl]-2-phenylquinoline-4- 
carboxamide; 

(R,S)-N-[a-(hydroxymethyl)benzyl]-2-phenylquinoline^-carboxamide; 
(R,S)-N-(a-ethylbenzyl)-2-phenylquinoline-4-carboxamide; 
(R,S)-N-[a-(methoxycarbonyl)benzyl]-3-methyl-2-phenylquinoline-4- 
carboxamide; 

(R,S)-N-(a^thylbenzyl)-3-methyl-2-phenylquinoline^^arboxamide; 
(R,S)-N-[a-(methoxycarbonyl)benzyl]-7-cMoro-2-phenylquinoline-4- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-6-methyl-2-phenylquinoline-4- 
carboxamide; 

(R,S)-N-[a-(methoxymethyl)benzyl]-2-phenylquinoline^^arboxamide; 
(R,S)-N-[a-(methoxycarbonyl)benzyl]-6-cWoro-2-phenylquinoline^4- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-3-ethyl-2-phenylquinoline-4- 
carboxamide; 

(R,S)-N-(a-n-propylbenzyl)-2-phenylquinoline^^arboxamide; 
(^,S)-N-(a-ethylbenzyl)-3^thyl-2-phenylquinoline^^arboxamide; 
(^,S)-N-(a^thylbenzyl)-3-phthalimido-2-phenylquinoline-4- 
carboxamide; 



(R,S)-N-(a^thylbenzyl)-3-n-propyl-2-phenylquinoline^^arboxamide; 
(-)-(S)-N-(a-ethylbenzyl)-6-bromo-3-methyl-2-(4- 

bromophenyl)quinoIine-4-carboxamide; 
(-)-(S)-N-(a-ethylbenzyl)-6-bromo-3-methyl-2-phenylquinoline-4- 

carboxamide; 

(R, S)-N-[a-(methoxycarbonyl)benzy 1] -6-methoxy-2-pheny lquinoline-4- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(2-benzofuryl)quinoline-4- 
carboxamide; 

(R,S)-N-[(l,2Kiiphenyl)ethyl]-2-phenylquinoline^-carboxamide; 
(R, S)-N-(a-trifluoromethylbenzy l)-2-pheny lquinoline-4-carboxamide ; 
(-)-(S)-N-(a^thylbenzyl)-3-methoxy-2-phenylquinoline^^arboxamide 
(-)-(S)-N-(a-ethylbenzyl)-3^thyl-2-phenylquinoline^-carboxamide; 
(R, S)-N-[a-(ethyl)-4-chlorobenzy 1] -2-pheny lquinoline-4-carboxamide ; 
(R,S)-N-[a-(methoxycarbonyl)benzyl]-N-methyl-2-phenylquinoline-4- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(3-thienyl)quinoline-4- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-5,6-dihydrobenzo[a]acridine-7- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(2-pyrryl)quinoline-4- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(2-thiazolyl)quinoline-4- 
carboxamide; 

(R,S)-N-( 1 -indany l)-2-phenylquinoline-4-carboxamide; 
(R,S)-N-(a-n-butylbenzyl)-2-phenylquinoline-4-carboxamide; 
(R, S)-N-[a-(methoxycarbony l)benzy 1] -2-(4-methy Ipheny l)quinoline-4- 
carboxamide; 

(R, S)-N-(a-hepty lbenzy l)-2-pheny lquinoline-4-carboxamide ; 
(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(2-methylphenyl)quinoline-4- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(4-methoxyphenyl)quinoline-4 
carboxamide; 

N-( 1 -pheny lcyclopenty l)-2-pheny lquinoline-4-carboxamide ; 
(^,S)-N-[a-(methoxycarbonyl)benzyl]-2-(4-hydroxyphenyl)quinoline-4 

carboxamide; 
(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(3,4- 



r 



methylendioxyphenyl)quinoline-4-carboxamide; 
N-(a,a^imethylbenzyl)-2-phenylquinoline^^arboxamide; 
(R, S)-N-[a-(ethyl)-4-methy lbenzy 1] -2-pheny lquinoline-4-carboxamide ; 
(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(3-pyiryl)quinoline^- 

carboxamide; 

(R, S)-N-[a-(methoxycarbonyl)benzyl]-2-(3 ,4-dichlorophenyl)quinoline 
4-carboxamide; 

(-)-(R)-N-[a-(aminomethyl)benzyl]-2-phenylquinoline^^arboxamide; 
(-)-(S)-N-(a-ethylbenzyl)-3-amino-2-phenylquinoline^^arboxamide; 
(-)-(S)-N-(a^thylbenzyl)-3^Woro-2-phenylquinoline^H:arboxamide; 
(-)-(S)-N-(a^thylbenzyl)-3-bromo-2-phenylquinoline^^arboxamide; 
(R,S)-N-(a-w<9-propylbenzyl)-2-phenylquinoline^K:arboxamide; 
(-)-(S)-N-(a-ethylbenzyl)-2-phenylquinoline-4-carboxamide; 
( + )-(R)-N-(a-ethy lbenzy l)-2-phenylquinoline-4-carboxamide; 
(R,S)-N-[a-(methoxycarbonyl)benzyl]-6-fluoro-2-phenylquinoline-4- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-cyclohexylquinoline-4- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(3^Worophenyl)quinoline-4- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-2K2-cWorophenyl)quinoline-4- 
carboxamide; 

(R, S)-N-(ct-ethy lbenzy l)-3-hy droxy-2-phenylquinoline-4-carboxamide ; 
(R,S)-N-[a-(methoxycarbonyl)benzyl]-8-acetyloxy-2-phenylquinoline- 
4-carboxamide; 

(R, S)-N-[a-(methoxycarbony l)benzyl] -8-hydroxy-2-pheny lquinoline-4- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(2,4-dicUorophenyl)quinoline 
4-carboxamide; 

(-)-(R)-N-[a-(methoxycarbonyl)-4-hydroxybenzyl]-2-phenylquinoline-4 

carboxamide hydrochloride; 
N-dipheny lmethy 1-2-pheny lquinoline-4-carboxamide ; 
(-)-(S)-N-(a-ethylbenzyl)-3-hydroxy-2-phenylquinoline-4-carboxamide; 
( 4- )-(R)-N-(ot-ethy lbenzy l)-3-hydroxy-2-pheny lquinoline-4- 

carboxamide; 

(-)-(R)-N-[a-(methoxycarbonyl)benzyl]-3-hydroxy-2-phenylquinoline-4 
carboxamide; 



(-)-(R)-N-[a-(dimethylaminomethyl)b^ 
carboxamide; 

(R,S)-N-[a-(dimethylaminocarbonyl)benzyl]-2-phenylquinolm^ 
carboxamide; 

(R,S)-N-[a-(aminocarbonyl)benzyl]-2-phenylquinoline-4-carboxamide; 
(R , S)-N- [ct-( 1 -py rrolidiny lcarbony l)benzy 1] -2-pheny lquinoline-4- 
carboxamide; 

(-)-(R)-N-[a-(carboxy)beiizyl]-2-phenylquinoline^^arboxamide 
hydrochloride; 

(R,S)-N-[a-(methoxycarbonyl)benzyl]-2-(4-chlorophenyl)quinoline-4- 
carboxamide; 

(R)-N-[a-(methoxycarbonyl)-4-methoxybenzyl]-2-phenylquinoline-4- 
carboxamide; 

(R,S)-N-[a-(methoxycarbonyl)-a-(methyl)benzyl]-N-methyl-2- 

pheny lquinoline-4-carboxamide hydrochloride ; 
(R, S)-N-[a-(methy lcarbony l)benzyl] -2-pheny lquinoline-4-carboxamide ; 
(R,S)-N-[a-(2-hydroxyethyl)benzyl]-2-phenylquinoline-4-carboxamide; 
(-)-(S)-N-(a-ethylbenzyl)-3-(2-dimethylaminoethoxy)-2- 

pheny lquinoline-4-carboxamide hydrochloride ; 
(-)-(S)-N-(a-ethylbenzyl)-3-acetylamino-2-phenylquinoline-4- 

carboxamide; 

(-)-(S)-N-(a-ethylbenzyl)-3-(3-dimethylaminopropoxy)-2- 

pheny lquinoline-4-carboxamide hydrochloride ; 
(-)-(S)-N-(a^thylbenzyl)-3-[2-(l-phthaloyl)ethoxy]-2-phenylquinoline- 

4-carboxamide hydrochloride; 
(-)-(S)-N-(a-ethylbenzyl)-3-(2-aminoethoxy)-2-phenylquinoline-4- 

carboxamide hydrochloride; 
( + )-(S)-N-(a-ethy lbenzyl)-3-[2-(l-pyrrolidinyl)ethoxy]-2- 

pheny lquinoline-4-carboxamide hydrochloride ; 
(-)-(S)-N-(a-ethylbenzyl)-3-(dimethylaminoacetylamino)-2- 

pheny lquinoline-4-carboxamide ; 
N-(a,a-dimethylbenzyl)-3-hydroxy-2-phenylquinoline-4-carboxamide; 
N-(a,a-dimethylbeiizyl)-3-amino-2-phenylquinoline-4-carboxamide; 
(-)-(S)-N-(a-ethylbenzyl)-5-methyl-2-phenylquinoline-4-carboxamide; 
(R,S)-N-[a-(l-hydroxyethyl)benzyl]-3-methyl-2-phenylquinoline-4- 

carboxamide; 

(R,S)-N-[a-(methylcarbonyl)benzyl]-3-methyl-2-phenylquinoline-4- 

8 
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carboxamide; 

(R,S)-N- [a-(ethy l)-4-pyridylmethy 1] -2-pheny lquinoline-4-carboxamide ; 
(R, S)-N- [a-(ethy l)-2-thieny lmethy 1] -2-pheny lquinoline-4-carboxamide ; 
( + )-(S)-N-(ot-ethy lbenzy l)-3-dimethy laminomethyl-2-phenylquinoline- 

4-carboxamide hydrochloride; 
(S)-N-(a-ethylbenzyl)-3-methyl-7-methoxy-2-phenylquinoline-4- 

carboxamide; 

(S)-N-(a-ethylbenzyl)-3-amino-5-methyl-2-phenylquinoline-4- 
carboxamide; 

(S)-N-(a-ethylbenzyl)-3-methoxy-5-methyl-2-phenylquinoline-4- 
carboxamidej . 



15 



12. A processor preparing a compound of formula (I) as defined in 
claim 1 , or a solvate or salt thereof which comprises reacting a compound of 
formula (III) 



20 



25 



FT, 



H Ar' 



(HI) 



in which R\ R'j, R*2 and Ar' are R, Rj, R2 and Ar as defined for 
formula (I) or a|(Woup or atom convertible to R, Rj, R2 and Ar, with a 



compound of ft : 



(H) 




R'„ 



(H) 

or an active derivative thereof, in which R^/R^, R's and X 1 are R3, 
R4, R5 and X as defined for formula (I) or a group convertible to R3, R4, R5 
and X, to form a compound of formula (Ic) 



9 



* 




(Ic) 

and optionally thereafter performing one or more of the following steps: 

(a) where R\ R'i to^R's, Ar* and X 1 are other than R, Ri to R5, Ar and 
X, converting any Wfe of R 1 ,\r ! 1 to R 5 , Ar' and X 1 to R, R x to R 5 , Ar and X 
to obtain a compound hf formma (I), 

(b) where Rj R^ to R' 5 \ Ar' and X 1 are R, Ri to R 5 , Ar and X, 
converting any one tff R^i to r\, Ar and X to another R, Ri to R5, Ar and 
X, to obtain a compdund of formula (I), 

(c) forming a salt and/or solvate of the obtained compound of formula 

(Ic). 



13. A process according to claim 12 ik which the active derivative of the 
compound of formula (II) is an acid halide. 



O 



A pharmaceutical compositiohsQomprising a compound of formula (I) 
salt or solvate thereof, as defined in clauh^and a pharmaceutical^ accepj^role 
carrier. 



disorders 




laxis of pulmor 
-COPD-, airway 
h'(for exampte<atopic dermatitis 
inflammation^d CNS disorders 



15. A method for the treatment and/or 
(asthma, chronic obstructive pulmonary 
hyperreactivity, cough), skin disorders and 
and cutaneous wheal and flare), neurogenic 
(Parkinson's disease, movement disorders, anxiety and^fsychosis), convulsive 
disorders, epilepsy, renal disorders, urinary incontinence, ocular inflammation, 
inflammatory pain, eating disorders j> food intake inmbition), allergic rhinitis, 
neurodegenerative disorders (for example Alzhehner's disease), psoriasis, 
Huntington's disease, and depression in mammals, which comprises 
administering to the mammal ir/need of such/u*eatment and/or prophylaxis an 
effective amount of a compound of formul^XI), or a solvate or salt thereof, as 
defined in claim 1 . 



16. A method for the/treatment and/or prophylaxis of convulsive disorders, 
epilepsy, renal disorders, urinary incontinence, ocular inflammation, 
inflammatory pain, eaung disorders (food intake inhibition), allergic rhinitis, 
neurodegenerative disorders (for example Alzheimer's disease), psoriasis, 
Huntington's disease, and depression in mammals, which comprises 
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